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Chemical hapten ELISA with SCH94.03 
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/CDR3 

75 76 77 78 79 80 81 82 83 84 85 86 87 88 89 
TTGT. QTC, DE A Q X Y_ C G (EL 

ATC ACC GGA CTC CAG ACT GGG GAC GAG GCC GAT TAT TAC TGC GGA 

A 

/FR4 

90 91 92 93 94 95 95A 95B 96 97 98 99 100 101 102 
T w nssLSAVV E £2 S G T 

ACA TGG GAT AGC AGC CTG T GTG GTA TTC GGC GGA GGG ACC 

AGT GC G 
AGT GC G 

ICX 
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AAG CTG ACC GTC CTA GGT CAG CCC AAG 
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Sequence of MSI 19-D10 Vh 



Fm 

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 
CAG GTG CAG CTG CAG GAG TCG GGC CCA GGA CTG GTG AAG CCT TCG GAG 
QVQLQESG PGLVKPSE 

/com 

17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 
ACC CTG TCC CTC ACC TGC ACT GTC TCT GGT GGC TCC ATC AGT AGT 
TLSLTCTVSGGSISS 

/FR2- 

32 33 34 35 36 37 38 39 40 41 42 43 44 45 46 
TAC TAC TGG AGC TGG ATC CGG CAG CCC CCA GGG AAG GGA CTG GAG 
YYWSWIRQ PPGKGLE 

/CDR2 - 

47 48 49 50 51 52 53 54 55 56 57 58 59 60 61 
TGG ATT GGG TAT ATC TAT TAC AGT GGG AGC ACC AAC TAC AAC CCC 
WIGYIYYSGSTNYNP 

/FR3 . 

62 63 64 65 66 67 68 69 70 71 72 73 74 75 76 
TCC CTC AAG AGT CGA GTC ACC ATA TCA GTA GAC ACG TCC AAG AAC 
SLKSRVTI SVDTSKN 



77 78 79 80 81 82 82A 82B 82C 83 84 85 86 87 88 
CAG TTC TCC CTG AAG CTG AGC TCT GTG ACC GCT GCG GAC ACG GCC 
QFSLKLSSVTAADTA 

/CDR3 

89 90 91 92 93 94 95 96 97 98 99 100 100A100B100C 
GTG TAT TAC TGT GCG AGG TCG GCA CAG CAG CAG CTG GTA TAC TAC 
VYYCARSAQQQLVYY 

/FR4 /C\x- 

100D 101 102 103 104 105 106 107 108 109 110 111 112 113 114 
TTT GAC TAC TGG GGC CAG GGA ACC CTG GTC ACC GTC TCC TCA GGG 
FDYWGQGT LVTVSSG 




Sequence of MSI 19-D10 Vk 

FR 1 

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 

GAC ATC GTG ATG ACC GAG TCT CCA GAC TCC CTG GCT GTG TCT CTG 
DXVMTQS PDSLAVSL 



/CDR1 

16 17 18 19 20 21 22 23 24 25 26 27 27A 27B 27C 
GGC GAG AGG GCC ACC ATC AAC TGC AAG TCC AGC CAG AGT GTT TTA 
GERATINCKSSQSVL 



/FR2 

27D 27E 27F 28 29 30 31 32 33 34 35 36 37 38 
TAC AGC TCC AAC AAT AAG AAC TAC TTA GCT TGG TAC CAG CAG 
YSSNNKNYIjAWYQQ 



/CDR2 

39 40 41 42 43 44 45 46 47 48 49 50 51 52 53 
AAA CCA GGA CAG CCT CCT AAG CTG CTC ATT TAC TGG GCA TCT ACC 
KPGQPPKLLIYWAST 



/FR3 

54 55 56 57 58 59 60 61 62 63 64 65 66 67 68 
CGG GAA TCC GGG GTC CCT GAC CGA TTC AGT GGC AGC GGG TCT GGG 
RESGVPDRFSGSGSG 



69 70 71 72 73 74 75 76 77 78 79 80 81 82 83 
ACA GAT TTC ACT CTC ACC ATC AGC AGC CTG CAG GCT GAA GAT GTG 
TDFTLTI SSLQAEDV 



/CDR3 /FR4 

84 85 86 87 88 89 90 91 92 93 94 95 96 97 98 
GCA GTT TAT TAC TGT CAG CAA TAT TAT AGT ACT CCT CTC ACT TTC 
AVYYCQQYYSTPIjTF 



/Ck 

99 100 101 102 103 104 105 106 107 108 109 110 111 112 113 
GGC CCT GGG ACC AAA GTG GAT ATC AAA CGA ACT GTG GCT GCA CCA 
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Mixed Primary Glia 
sH-lgM.22 Ca 2+ response 
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Mixed Primary Glia 
SCH 94.03 Ca 2+ response 
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FIG. 39C 

Mixed Primary Glia 
CH 12/sH-lgM.14 Ca 2+ response 
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FIG. 43C 



FIG. 43D 



FIG. 43E FIG. 43F 




FIG. 43G FIG. 43H 







FIG. 44C FIG. 44 D 




FIG. 45 



Translation of CB2b-G8 V H : 



M 



10 



x 

.AG 



15 20 
AVVQPGRSLRLS 
GCC GTG GTC CAG CCT GGG AGG TCC CTG AGA CTC TCC 



CDR1 - IMGT . 

25 ~~ 30 35 40 
CAA SGFIFSSYG MHWVRQ 
TGT GCA GCG TCT GGA TTC ATT TTC AGT AGC TAT GGC ATG CAC TGG GTC CGC CAG 



F R 2 - I M G T > < 

CDR2 - IMGT 

45 50 55 60 65 

VPGKGLEWVAV IWYDGSDK Y 

GTT CCA GGC AAG GGG CTG GAG TGG GTG GCA GTT ATA TGG TAT GAT GGA AGT GAT AAA TAC 



F 



70 75 80 85 

YVDSVK GRFTISRDNSKNTLY 
TAT GTA GAC TCC GTG AAG . - - GGC CGA TTC ACC ATC TCC AGA GAC AAT TCT AAA AAC ACG CTC TAT 



> 



90 95 100 105 HO 

t OMNSLRAEDTAVYYCARDRSS 
CTG CAA ATG AAC AGC CTG AGA GCC GAG GAC ACG GCT GTG TAT TAC TGT GCG AGA GAT CGC AGC AGT 



CDR3 - IMGT „^ 10( _ 

115 120 125 

GWYWSCDSWGQGTLVIVSS 
GGC TGG TAC TGG TCC TGC GAC TCC TGG GGC CAG GGA ACC CTG GTC ATT GTC TCC TCA 
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Translation of CB2b-G8 \ x 

FRl-IMGT 

10 15 20 

xxL LSGSPGQSITIS 
TT XGC CTC CTG TCT GGG TCT CCT GGA CAG TCG ATC ACC ATC TCC 



CDRl - IMGT 



25 30 35 40 
CTGTS SDVGGYNY VSWYQQ 
CTG ACT GGA ACC AGC AGT GAC GTT GGT GGT TAT AAC TAT GTC TCC TGG TAC CAA CAG 



FR2-IMGT > 

CDR2 - IMGT 

45 50 55 60 65 
HPGKAPKLMIYDVS D 
CAC CCA GGC AAA GCC CCC AAA CTC ATG ATT TAT GAT GTC AGT 



FR3-IMGT 



70 75 80 85 

RPSGVS NRFSGSK SGNTAS 
CGG CCC TCA GGG GTT TCT ... AAT CGC TTC TCT GGC TCC AAG TCT GGC AAC ACQ GCC TCC 



_CDR3 - IMGT 



90 95 



100 105 HO 



LTISGLQAEDEADYYCSSYTSS 
CTG ACC ATC TCT GGG CTC CAG GCT GAG GAC GAG GCT GAT TAT TAC TGC AGC TCA TAT ACA AGC AGC 



115 120 125 

1 S°SVVFGGGTKLTVLGQPKAAP S 
AGC TCT GTG GTA TTC GGC GGA GGG ACC AAG CTG ACC GTC CTA GGT CAG CCC AAG GCT GCC CCC TCG 



VTLFPPPx 
GTC ACT CTG TTC CCG CCT CCA AXG G 
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Humanized 94.03 
clone 1 



FIG. 49C 
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09 V Sequence with translation: 



I M 



1 5 10 15 20 

Q IDHLQQSGP E L V 1 KPGAFVKIS 

CAG GAT CAC CTG CAG CAG TCT GGA CCT . . .GAG CTG GTG AAG CCT GGG GCT TTT GTG AAG ATA TCC 



CDR1 - IMGT 



25 30 35 40 
CKASGYTFTNYD LNWVRQ 
TGC AAG GCT TCT GGT TAC ACC TTC ACA AAC TAC GAT CTA AAC TGG GTG AGG CAG 



CDR2 - IMGT 



45 50 55 60 65 

RPGQGLEWIGW IYPGNDNT K 
AGG CCT GGA CAG GGC CTT GAG TGG ATT GGA TGG ATT TAT CCT GGA AAT GAT AAT ACT AAG 



T -- 



70 75 80 85 

YNEKFK GtiAS LTADKSSTTAY 

TAC AAT GAG AAG TTC AAG . . . GGC CTG GCC TCA CTG ACT GCA GAC AAG TCC TCC ACC ACA GCC TAC 



90 95 100 105 110 

LHLSSLrTSESSAVYFCARGLPR 
TTG CAT CTC AGC AGC CTG ACT TCT GAG AGC TCT GCA GTC TAT TTC TGT GCA AGA GGG TTA CCT AGG 



CDR3 - IMGT 



115 120 
GWYFDVWGAGT TVTVSSA 
GGC TGG TAC TTC GAT GTC TGG GGC GCA GGG ACC ACG GTC ACC GTC TCC TCA GCT 
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LYM 46 Heavy Chain Sequence: 

~H V Q L V i i G G G L V Q P G~ 
GAG GTG CAG CTG GTG GAG TCT GGG GGA GGC TTG GTC CAG CCT GGG 

CDR1 

~5 S L R I S C A A" S G F T F S 
GGG TCC CTG AGA CTC TCC TGT GCA GCC TCT GGA TTC ACC TTT AGT 

_FR 2 

SYWMTWVRQAPGKGL 

AGC TAT TGG ATG ACC TGG GTC CGC CAG GCT CCA GGG AAG GGG CTG 

CDR2 

EWVANIKKDGSEKSY 
GAG TGG GTG GCC AAC ATA AAG AAA GAT GGA AGT GAG AAA TCC TAT 

FR3 

VDSVKGRFTTSRDNA 

GTG GAC TCT GTG AAG GGC CGA TTC ACC ACC TCC AGA GAC AAC GCC 



KNSLYLQMNSLRAED 
AAG AAC TCA CTG TAT CTG CAA ATG AAC AGC CTG AGA GCC GAG GAC 

CDR3 

TAVYYCARPNCGGDC 
ACG GCT GTG TAT TAC TGT GCG AGA CCC AAT TGT GGT GGT GAC TGC 



YLPWYFD LWGRGTLV 
TAT TTA CCA TGG TAC TTC GAT CTC TGG GGC CGT GGC ACC CTG GTC 

T V S S 
ACT GTC TCC TCA 
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FIG. 80A 

TMEV Infected SJL Mice 
Treated at 21 Days Post Infection 

Demyelination 
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FIG. 80B 

TMEV Infected SJL Mice 
Treated at 21 Days Post Infection 

Inflammation 
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FIG. 81 



25 1 



Chronically TMEV Infected SJL Mice 
Treated with sHlgM46 or sHlgM22 
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n = 15 n = 17 

x = 4.1 +/-0.6 x = 10.0+/- 1.4 

Groups are different by ANOVA, P = 0.001 
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ChronicallyTMEV Infected SJL Mice 
Treated sHlgM46 vs All Other Antibodies 
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Groups are different by one way ANOVA, P = < 0.001 
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FIG. 86A 



MTT Assay: h^C^-induced cell death 
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FIG. 86B 



Cell Number: h^C^-induced cell death 
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